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A^^L, T&te^ — x ^ * h Jfy A «r^i- 0 
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KSB^JE:, ffllH^HflWO 92/19759©^ 2 <£>L V PM-1 <£> ff tf> CDR!U CDR2 
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VlR^cOCDRcT) T 5 / ^SB^iJ & , IS il 4^ US W0 92/19759©^ 3 ©H V P 
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tv^o *fc> ^ y ^ n — -r/utfiftpu-l&m&ir z> :/ y k — 
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m \f z> - t # t* # o 
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(refold) LtfflfS (Will, W096/30394£r#M) „ 

liil^ittt, SV40, ^y^--^>>^/i/x, T^V^-r/^ 
? — fem%i~? — % — k It, ^ ^ y a K * ^ * h 

7 -if (APH ) iHS^, ^5 v^^r^-if (TK) MHS^, ^Clim^r 
t^f y^r=y*^*i) 7 v^7x7-if (Ecogpt) at 

fc^, v^t Knl^lTcif (dhfr) ife^f ?rttfii^T*#5 

o 

SiHSttS, fei#:S3t^fcfeCO^^m«> in vitrofe<tt>'in v 
ivo <Dm£.%k&& % o in vitroO04^i LTtt, M ffi fl& & R 

jBv^^&asasjfcSo s&»*wji&fc urtt, (i) m%mmm, m%.& 

> CH0 , COS , ^n-^, BHK (baby hamster kidney) , HeLa, 
Vero& t\ (2) M£ig|fflJ&, 0!l 7 7 y jJ ^ ^ #i^|Pf|H)| 
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, & 5 VMS (3) SAUfi, sf9 , sf21, Tn5 ft ¥ & %a b *b 

X V>3 0 fit^lSJjft £ IT te, ==t^T^-«^^^A (Nicotiana ta 
bacum) & * Iffl J§& #S ft| ^tlT*5«9, ^ £r # ^ tb«f J: V^ 

IllitetLTIt #|x.{3f, t (Saccharomyce 

s)M^ W Itf t y^P5[-tX ••feUf ->x (Saccharomyces cerevi 
siae) , (Aspergillus )JB , #!] x. 

^ ^/l^/l^ • (Aspergillus niger ) & if ^ £ B ^ tt X 

V^ 5 o 

IlitlTtt, *ll&f§ (E. coli), ftfI^ftlP)tltV^, 

, mnmMZ tifc Mm & in vitroXtgm-t % k £ V *tl#:^# h 

nz> 0 mmiz, ^^o^m^^^n ? „ itiat, dm 

EM, MEM , RPMI1640, I MDM & ^ m f 3 ^ t & X # , 4^J3^J^JfiL?f (FC 

Atfc|ffl|felrifi%©IE^^f <!: l-i in vivo fcTijft^Sr 
— in vivo Mj^ffflt514^^I« 

«t fLilSb^ HTS, 3r , ^ ^ > t y ^ , ^ t> x „ f is ft if % 
ffl^Si iiSftS (Vicki Glaser, SPECTRUM Biotechnology App 
lications, 1993) 0 £ fc , SAi LT^^ = §^V^5 i i: 
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* y ^ ir^r^ £ tiz mm & t£%ft-m.&mto & 

(Ebert, K. M. et al. , Bio/Technology (1994) 12, 699-702 

) o 

n ^-r/^x^r^^ r # ^) /?ff M <D #l #: 

£r#5 (Maeda, S. et al. , Nature (1985) 315, 592-594) „ £ 

. ^!(^{^pM0N 530^ffAU, (D ? ? — & Agrobacter ium tumefa 
c i ens (D X ? ft 9 T ]) T K & A "t" 5 0 r©/<^f 37*^^3, 
^0 X. }3f Nicot iana tabacum ic^^fe^-^ ^^^a©|U; U0fS©^ 
#£r#-5 (Julian, K. -C. Ma et al. , Eur. J. Immunol. (1994) 2 
4, 131-138) „ 

_h5ziitf)J: 5 fcin vitroXfitin vivo ©I4Iiiltftftl:14t5 
ttfcmm (HID XteHil (L*D Sr = — K-f-SDNA & SU * 

fc§VN«H^*5j;t>*L0^r=i — K i~ 5 DNA £r^i— tf>3§|!^<^ ^ — 

W0 94-11523 0M) o 
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Wiyn&m^y h ^*T?3&S3&*tf s i* < * *fc&l*3 

m-B-, i 2 bn-r, tikmmm^T' h 

m*rz®&, 4 ^ i & u 2 (Dbtm&m < ft % * t^oTs 

m<Dt bMfc?M-l$ifc<D-y-7* ? 4 ^ 1 X« 2 Sr»3S*t-5 Kit*, 
#ij IB <£> =fc 5 ^14, £ *i/ ft: SB Jfe F*9 *K *f^a>&#Mt 

ML Slft7 7^-f^^-^n-7 h^77^-(Ci t) ff 5 £ £ # T? 
#§ 0 T y ^ ~T 4 — ? p h^77>f-|:fflV^5* 7 A i LTIi 
, 09 *. WL ^n^-r^A # ^ A, ^nx^^G *7-^^*(f 
o T^n ^ # ^ A (d ^ V N -5 JJ. #: i: It, M X. if > Hyper D s PO 
ROS , Sepharose F. F. m & # h tl 5 „ ■£ © ftH , If ©^y/^f 

* fc , _b 12 T 7 4 =■ V- 4 — ? n ^ h ? 9 7 4 —UW-<D ? * b >f 
77^-, #0 X. te\ -^©*7A^PYh^77^-, fl| X. tf tf" 

T ^ -f h^n-^h^^^^ — , >fAs 5 i§ * v h ^ 7 y ^ — if 
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o ^foh<D? v h J? 9 y J — fSFPLC (Fast protein liquid chro 
matography) ifef'iHPLC (High performance liquid chromatography 
) tifflbfSo £fc, i£*@HPLC (reverse phase HPLC) &m^X 

& 0 

0 ft 5 5, ffc:bt>, ©SSJfefc: J: 3 PB 

S(-)T?j1S bfc^, 280 nm^&ft^&iffljt 1 mg/mL 

1.35 0D tLtlliltSo Sfc, ELISA SaSf^liKTOi 5 

t^T^5o ffcfrt), 0. lMfi^gtfMf^ ( P H9.6 ) T? 
lju g /mL^#3^ Lfc-^^r^: t MgG (TAG$SO 100 /x L & 967^ ^° 1/ — 
h (NuncM) ^*^L, 4°C1?-Bl'f y^r^^-^a y trZpfr&m 

#X«$rL#:£*a-&>1^ V?)V, & 5 VMSECfc £ fc MgG (CAPPEL 
M)100/zL£rMnU, ^^(CT 1 B# > ^- ^ — a y 1~ § 0 

50oo^#^ ufc r y 7 ^- ^ y r * — ^ his 

G (BIO SOURCE®) 100 L^P ;U Sfit T 1 tf H ^ y ^ 

ht§o if^i^i^^ y*a^-'> a microp 

LATE READER Model 3550 (Bio-Rad $0 £:JlV^T405nm T* <D ^ % M 

#> J£ /B 5 r £ tf* fctt 3f5 5 „ IL-6il^I©fjt LT(*. ^tt, 'If 44 
1?l&> ?faH4*JM> /hifc-K ft liaise ^^c« 
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fetf e>tt, m * u < ttftwtty?^^ 

j^^rt^it. Kuwait, wiBrtai*, srait, ^m, mm, m 

fil kgfefc 19 0.01 mg j&>£>100 mg©*SfflT?3SWrtuS„ l)5V^ii, & 
#&fc tJ 1 —1000 mg , £ b < tt 5~50mg £ 

^ T? # 5 o 

9 , ^ttftfcflj HTtt, kgfefc DUfl (4111) fcO. 

5 ug^ £>40mg, 0* U < ttl mg^ 5>20mg£ 1 HI £> $C mfc # T , 
«itf2 0/I, 10/®, 11/21, 10/4I^ifO^^7 

21, 10/38, lE/^oi^K^WHSSrSEtfUTV^fc 
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It, tK, E MS & If #£*i> 5 ISHftjf-fF^;* 

77tv=?A, *f^fy ( ^ ^ m 5c , ^ y -fe y v „ ^pt° 

3-;i,, ^!)if y-fey^, /n° ^ 37 >- 

, 7f7 777^1, t Mir^7^ y (HS 

A) , ^ ~ h — y/Hf IS^SsJp^ b 

9! r £> (31 PS § ^ 5 & (D T? a & 0 

( 1 ) b ML-6 Wir 7°^ — jjC#:PM-lCDMM 
Hiratak (D^ife (J. Immunol. , 143 : 2900-2906 , 1989) \C X \> 
Lfc#LlL-6R#L#MT18£CNBrfc <£ X) £ * fc -fe 7 7 * - * 4B (P 

harmacia Fine ChemicalsJ&L Piscataway ,NJ) £ ^ ft <D ^ ^ \Z. V fc 
^ot^^$*. IL-6R (Yamasaki b , Science 241:825-828,1988 

) %mmvti 0 
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t>t>, t —"^*Bfl&**U266Sr 1 % v> h - V (Wako C 

hemicalstO , 10 mMh !)i^/-/l/7^ V (pH 7.8) *5 <t t^O. 15 
M NaCl £r ^tflmM p-^7T5;7x=;M^y^/V7t-;V7 
/I^7-f K^-f K * ? * V K (Wako ChemicalsM) (v 5 ^ h=-^i 

BALB/W »7 * 4r3XlO 9 f0^U266|E^^ e>#fc_btBlB#***IL-6R 

bfc 0 J5)cft&§f4 •> a/I'd* P> O/n-T ^ y K-^if *_t?it £TfB<D77&fe 
l-T IL-6R^<B*|f SrW^&c 5Xl0 7 Hl|<Z)U266|ffij££r35S- t< ^ 

(2.5 mCi) ±13^=3? h ~ vliW^-e pJSMfc L/C 



*St&{k^ft U266IH J§& 0. 04mL^ » © i? :7 T » — * 4B tf — X t 
$-fr7c:MT18#L#: £ ^©f, i^^ h = yttt*lf6i^l 

, 0. 25 mLcD ^ h = :/igffn& (pH 3.4) (31 J; D 3 5 S - * f- 3r =■ 
V^StIL-6R^^m £ ii\ 0.025 mL© 1M Tris (pH 7.4) T? 4 1 ? P L 7c 
o 0.05 mLcD^^^y K — _h W & 0. 01 mLCDProteinGi? 7 r * 

— X (Phramacia®) £ 21 # L fc „ 

gfe#-U7tm> t77P-^?r±E'eilt^0. 005 mL(7> 35 S^flI 
L-6R^E?S £ hfcsf h U7c 0 &ggtfc|$% j££rSDS-PAGE-? 

^tft, IL-6RiEl:t5^^y*!) K — ^ ± it £ P ^ fc „ ^ <D 

SJES»t£>^-Y -7* y k — ^ » — ^PM-isrttsr uyito ^-f7*y 

K — ^rPM-1^ IL-6R^#:PM-1«, IgGl k M<D^zf^4 

^-f-^y K-vPM-l^i4t§^;#:©t ML-6Rfc *f1~ 6 IL-6© 



18 



WO 2005/090405 



PCT/JP2005/006229 



mx.miL-6&^MM <£ y> ll U (Hiranofe, Immunol. Let t. ,17:41, 
1988) , h y-^y ^^El (New England Nuclear .Boston. M 

A) K&V) 125 immVTc (Tagak, J. Exp. Med. 166 : 967 , 1987) „ 4 
xl0 5 ffiOU266*Hfl& «r, lOOfg* © 51 5p!l * ^ftflft IL-6tf> #^~T T? 
lit, 1 R# fMJ „ 70% (v/v) <D^s(~7 9 K - PM-1 <£> t§a Jn ?f & IK 1 
4000CPM <D 125 ia«IL-6i £ Klit* b „ 70 V 7° & 400 

M LcD^-f ^ vl 7 a. — ]) U^=f- a — A^fc300 /z LcDFCS 

( 2 ) h SUbljftfrhPM-KPfEfifc 
S^#W : fcHM^iB#-^W092/19759-^^#(D|im^ll0(c:|B^ § tLfc 
t J>mn ~y Sf < — v' a y ~7 7 9 % ' — I a -7 v ? — £*IJj3~U, # Pfl 
3p8-99902#^#OD##^!l 2 f2 He $ # ft C T , L i 
t^H^Wit^^^r^-tp^ — (D&m.^? * — «r fls $ u , 
* - £rCH0!Bfl& t#At 5 ^ i t i !5 fEM L-fc t h M^PM-l^rC #: ( 

bfc 0 $ fete, hPM-lte^ ? -X#l#:*5 it*** i l^^fcl. t 

ML-6Ct h IL-6R^O|j!f# £r|3R* b fc 0 

S^/^y^^-^^i£<fflv^&i^TV^5o 4^* jgcfcu *s 
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7 7 4 ~ , i^TK^ t Kp^v'T^N f7PV 

^77^-, y ^ 6 ifi * p ^ hf7 7^-^H0|I^#^f(a 

TcBffc: tt^td^ L^JL v^-^jgasjl. ^^7c 0 rcD^^Ste, * 

&11 2 . t h gjjHfcPM-ljrL-fifci?~ 7* & 4 y 1 Jkl^'fy 7* & 4 7° 2 (D 
# »P & J: 1$ 75 

fW^UT, t MftPI-lgi#:©4*l (Main £ ffc-f 5 # & 
5) , SS^Ot7*N7'lKO!t7^^7 , 2, tt>'fcJtKif 

y#S $ tltc^.y^ KSer-Leu-Ser-Leu-Ser-Pro (SLSLSP) R X$ ^ 

CDC-*^Pro^T^ K-ffc $ tlfc^y^f- KSLSLSP-NH 2 b 7c 0 

7°^ K SLSLSP& tfr? K >fh 7° f- K SLSLSP-NH 2 ^^tfc 0 t 

FSftPM-lSff Main, ^ M t?i W © f- ^ ^ ^ 7° 1 Xf f" ^ * -f 7° 2 
te> H^^fl 1 T'#fc t h M^PM-lfei:#:^ N T SB <£> # i£ , 

7J7^i LTPoly LC S Poly CAT A (100X4. 6 mm), if — K# 
7^i LTPoly LC MPoly CAT A Javelin guard (10X4. 0 mm)£r 

®zmvfc„ mmtstvx, mm^A ( 0.05% NaN 3 ^^t? P H 6.1^2 

5 ml 2-[N-^/^!i 7]x^yx;^y^liS) RU^W)MB (2 
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50 mM V V V A t 0. 05% NaN 3 £r *a tppH 6. 1(D25 mM 2- [N-=t 

#i*> flllBO|fc$^, 0#/35%, 5^/35%, 59^/60%, 60 
5r/l00%kV± o 1 mL/# i 280nmfc^3tt«*^RTft!»3te 

b LMi^PMzl^fe Main, ±^_^l^J^l£±^^_dL^2_OMM 
200 Mgll^iOt hSftPM-l^L#: Main, V 7 # 4 7 1 RTf-fr Zf 

^^7" 2 Sr. -^tt^etbflg^lS^fltig* - h y y ^ (^tyf, m 

y— fi) fcA*K ^tt^JIM (7 M 1 mM ^^-l/^i? 

T 5; ^Hg^^^r'Q-tfpH 8. 3O100 mM 2~T X J -2-fc F'P^V^f 
71^-1,3-7° a ^ v J?*- — /l^ - tiifl) £#0 ;l T 500 uLi 

Ufc 0 ^ - h y y^?r5 0 CT'I^L, $?»£r^50 M L L fc „ -r^f 
^ t, ^-a, — ^ & HI 4X ^t££iJI« (ifffB t iH — 

£^»£r300 ^Lt tfc 0 

£-?$$£fcDTTig$£ (162 mM^ftXl/^ h -71^-^tf gH4£'JI#$0 
50 ^ L£2JP s/ K^^-X^N 2 fiL, 'B?S^n s> ^ ^37°C^1B# 
tfc„ £fb^. IAA^^ (417 mM3 — Kg^m^^-tfO. 2 N7K^ 
45/zLSr^P^, ^7feT37 o CT?30^^^:a Ufc 0 

Tris-HCl^«^ ( 2 Mfcif £r^tppH 8. 0O100 mM 2-T 5 / -2- t K 
n ^>>^ ^7^-1,3-7° 13 ^^^-^ - Jg^li®^) 500 mU^b 

, 5°CX*m2Wmm%X (5S#fJH:m.w. = 8000, ^ -< ^ h 7^1) £ 
fT&ofc„ Ilf Lfc fWfcHIJK b s ^r^^ftb^ h V f^^mW. (h 
y 7°->^£rTris-HCl|t« (ffflB t m CM) fc*g«?L250 ng/ \i L 
tt5) £20 /iLjDi, 37 °CT?16B#^^e bfc 0 
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- MMttffi (lc-ms/ms) Mfete&vtc 0 mm^yf- ymm, mt>, 

SLSLSP^^ (SLSLSPSr7km*#U4 jtMitS) RT* SLSLSP-NH 2 ^ 
Wt (SLSLSP-NH 2 %7kKMM V 4 /iMifS) fdoV^te, 50 /zL£r 

17 x A i/ ^ MYMC-Pack ODS (250X2.0 mm, 5 n m s 300A)^{^M 

vtc 0 ^mmtvx, mmffiA (o. i%h v y vmwt&^&5%r 

t h y^it) Xtf5£»*BB (0. 1% h v y ?v^r p g^m^^-^95 

B <£> £b ^ , 0^/0%, 10^/0%, 120^/35%, 140^/35% £U 
fco SfeiSSrO. 2 mL/# £ 215 nm^*3tt S^^t- Rl^KTteSi- J: «3 
j& ffi £r ff ft o o 

(1) JfcfcfcSUP'*:^ K*rtfa>flB£ 

(a) KWf^"SLSLSP©jffl3£ 

0 1—1213^, s<7°*f- KHf^SLSLSP©*^^ v h 7 7 y (LC) 
-ItM (MS) M^:^^i- 0 IH 1 6D_h^«215nm<7)^^|tT?^m 

U fc ^ xx h ? y A 2r * b „ TJ£te^ — * fc° — ^ * * ^ h ^ 7 Sr 
hA-Sr^-To #5>fbfc^^a (602.2) ft, Sf^fg (602.3; 

(b) ^y^f- K8lf^SLSLSP-NH 2 ©SflJt 

HI4~6te, ^T"^ K»f JtSLSLSP-NHj, (DWLfo? * h ^ 9 7 (LC 

) - 5c*##f (ms) s*sr^t 0 m 4 <o±wtte 2i5tm<Dm ft- m-vik 

WLfc7 h ^7A^/7l, TS}*^-^k 0 -^^P-^ F/7A 
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h/is&^iTo nbtifcfr^m. (601.2) ft, mmm (601.3 

; ^ J T 4 y h t°j/^^f 1) £ l£f£ — & Ufc (05SO16) „ 
( c ) KISf JfSLSLSP£ SLSLSP-NH 2 

®7~9ft > ^7°^- KifrJtSLSLSPi: SLSLSP-NH 2 ©i^iSo, 
^^nvh^77 (LC) - WAfttif (MS) ^m«r^t-o M7<D±m 
lt215nm(Dm^B^^m V tc ? n h ? 9 J* £ * Tl£ft^ — * 

( 2 ) h mikPM-lttfo(DHmc^iffiMm(DM%r 
(a) t h S^PM-lta#: (Main) <D H^C*««5t <Z>$F#f 
IH10(DAfct NaftPM-lS:#: (Main) £ S! tg /# ^ # 3- ^ f- ?V 
ftL, h !J /^yiftLfc^/f K©^7f Kvs//|:^t 0 Hit 
c^^WrJf (DMTM&m^Z tcbb % 01O<D B *3 TSLSLSPG (m/z 6 
60.3 + 0. 5^*5 ft 5 mtfi&J^—? y >-^) 01OO C fcl&V^SLS 

LSP-NH 2 (m/z 602. 3 + 0. 5^*5 #5 51 iRlft^^* V > J?) <D , J£ U 
T|gI10<DD {£:&^TSLSLSP (m/z 603. 3 + 0. 5 *5 it & S ^ ^ — ^ 
y ^^) ©^^PJHcoV N >T<£ , MS^ n-^r h^^ASr^-f~ 0 SLSLSPGiC 
ffiStS bT— ^ ^49. 7 ^Hc^ffi $ frbfc^^ SLSLSP-NH 2 &tfSLSLSP 

011~!SI13ft, t hSIBPM-l^f (Main) ^l7d/*;V*>v'^ 
^/Wfc h !i /v'yifttfc^/f- KOLC-MS/MS#$f(D!£;|I:£r^ 

, TStt^-Xk^^^nYF^y^^^t. 012ft, lElllfc&ft 
§ ^ 3# B# ThI 50^ T O t° — ? (D-^ 7. 7.s< b Jl'&Tjkls, ^ It EI 13 ft 
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£tlfc 0 ^ot, t h^^PM-l*TL#: (Main) ©M^^H^C^^ 
te-SLSLSPGffi^O ^^o*^;^ £ tbfc 0 

(b) hMfc?K-mfcV7# J 7 1 <DHmc3iMMm<DmVr 

H^C^^^f^^^^t^ii^S fctb, [E| 14cD B (C^oV^T SLSLSPG (m 
/z 660. 3±0. 5(^*3 ft 3 il^^J^— * Ji V^) 014(D C ic:^3V^ 

TSLSLSP-NH 2 (m/z 602.3 + 0. 5fcl*3fr5 M$l&J*r~? V <D , 

^ UTHI14(DD K: *5 1^ T SLSLSP (m/z 603. 3±0. 5fc *5 # 5 3giR ftj ^ 
=■ ? U y^) (D^>^-fi^OV^T(DMS^n-vhi/^3s^^-+o SLSLSP 
G^^^i~§ t°— ^ ^47. 7 min^ltm ^tb/c(D t^JPx., SLSLSP-NH 2 

7 %46. 2 miniClfe h tl tc 0 ( HI 14<£> D fc^oV^T^}- 
-7-4603. 3<D 7 #S46 minfaSfiKlfgtf) b fc ^ ^ ^^BfP^^^SLS 

LSPT?te&V^ 0 ) 

S15~|EI17}+. t h mfcPM-ltrifcl}--? ? 4 7° 1 ^3l7c/^7^^^r 

( HI 14 CD B CD t° — 9 fcoV^t) £r^i~ 0 H15cD_h|£tt215nm<D^^ 

^7^§r^i~o 016«, m5^&{t 5l£^B#P H l48#^cD 7 cD^ 
;* ^ 7 h/I/£r^U, U T 0 17 « , 016^i:t o -^(DX-A^ 

HH8~|U20«, fc h M^PM-l*rL#:f--7^ 7" 1 £3S5n/# # 
v-^ ^/Wfc h i) :7°iy WIHfc Lfc-^T"?- KOLC-MS/MS^tlf OJft* 
(HI14cD C <Z> 7 fcov^ ) £^i~ 0 0 18<D _h|£ te215nm(D 3^ 

^7A|r*t 0 HI19«, [EI18d*3 S^^Bf P^46^1?cO tr — 7 <D ^ 
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^Vxm2QU^ HI 19 tlUC ^©X- 

r ft b Olt*^ b % mm £ ftfc ^-^ftr^y miB^JSLSLSPGS: 
t>*SLSLSP-NH 2 Sr^po*^^ £ftfc G t£oT, t MftPM-lft#:t^ 
^^/1©H| C3fc$SB<£>— #tt-SLSLSPG, 5 — # fi -SLSLSP-NH 2 

aa % «p o * # ^ t$ ft tc o 

g21WAiut h S^PM-1^t:#:^ y ^ 7" 2 £ 51 jc /# ^ # ^ v" ^ 

H^C^^iffJt^Sit^M^Sfc*, H21CD B fc&V^TSLSLSPG (m 
/z 660.3±0.5(-*5ft SSiR^J^ — ^ y H3 21 <£> C fc: :io 

XSLSLSP-NH 2 (m/z 602. 3±0. 5^*3 tf 3 iltX^J^ — 9 V is?) <D , 

UT021OD M&V^TSLSLSP (m/z 603. 3 + 0. 5M 38 rt 5 S $R #J * 
— &})l/-!f) W^^it'O^T^MS^ pv h^7^^*t. SLSLSP 
Gi'iStS t° — 9 & M & tfc {±5 $ ft #S „ SLSLSP-NH 2 ^ i~ 5 
fcT— ^ ^ £ V) & < $ frfco (026<D D &£:}o V^#-^-fi603. 30 

>fcV^ ) 

022—HI24tt, fc h mtePVL-ltftfa-y- ~? $ 4 2 ZMtu/X Slstf* 
*y * ^vWfc Mi/V WHfc bfc-<^^ K©LC-MS/MS#*lf (©AS* 
^/Tf 0 IU22©_h^^215nm(D^^|i-T?^m Lfc^PV h^7^* 

48 5 H# M45# T'©k°-^®-7^7^^ h/l^^r^U, ^ b T 0 
24te % 023i IW D t°— 9 (OX— A* ^-Y ^^^^ h/W**t. - ft 
^©ISl^b, 4& ffi $ ft fc tf - 9 tt r 5: y & @3 #1 SLSLSP-NH 2 & o 

mCjfcM f* -SLSLSP-NH 2 @B M & W o * ^ ^ $ ft o 
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(i) iL-6%:mfcffi&m&<Dm\fe 
( a ) mifejrm 

#CIL-6 U-fe^ 0 ^ — ^ A 7 7° \s — V <D& V ^/W£100 /zLf 
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SEQUENCE LISTING 
<110>Chugai Seiyaku Kabushiki Kaisha 

<120>Subtypes of humanized antibody against interleukin-6 receptor 

<130>P962 

<150>JP2004-87578 

<151>2004-03-24 

<160>2 

<210>1 

<211>448 

<212>PRT 

<213>Artif icial Sequence 

<220> 
<221> 
<222> 

<223>Amino acid sequence of C chain of humanized antibody PM-1 against int 

erleukin-6 receptor 

<400>1 

Gin Val Gin Leu Gin Glu Ser Gly Pro Gly Leu Val Arg Pro Ser Gin 

5 10 15 

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Tyr Ser He Thr Ser Asp 

20 25 30 

His Ala Trp Ser Trp Val Arg Gin Pro Pro Gly Arg Gly Leu Glu Trp 

35 40 45 

He Gly Tyr He Ser Tyr Ser Gly He Thr Thr Tyr Asn Pro Ser Leu 

50 55 60 

Lys Ser Arg Val Thr Met Leu Arg Asp Thr Ser Lys Asn Gin Phe Ser 
65 70 75 80 

Leu Arg Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys 

85 90 95 

Ala Arg Ser Leu Ala Arg Thr Thr Ala Met Asp Tyr Trp Gly Gin Gly 

100 105 110 

Ser Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe 

115 120 125 

Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu 

130 135 140 

Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp 
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145 150 155 160 

Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu 

165 170 175 

Gin Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser 

180 185 190 

Ser Ser Leu Gly Thr Gin Thr Tyr He Cys Asn Val Asn His Lys Pro 

195 200 205 

Ser Asn Thr Lys Val Asp Lys Lys Val Glu Pro Lys Ser Cys Asp Lys 

210 215 220 

Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro 
225 230 235 240 

Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lie Ser 

245 250 255 

Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp 

260 265 270 

Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn 

275 280 285 

Ala Lys Thr Lys Pro Arg Glu Glu Gin Tyr Asn Ser Thr Tyr Arg Val 

290 295 300 

Val Ser Val Leu Thr Val Leu His Gin Asp Trp Leu Asn Gly Lys Glu 
305 310 315 320 

Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lie Glu Lys 

325 330 335 

Thr He Ser Lys Ala Lys Gly Gin Pro Arg Glu Pro Gin Val Tyr Thr 

340 345 350 

Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gin Val Ser Leu Thr 

355 360 365 

Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp He Ala Val Glu Trp Glu 

370 375 380 

Ser Asn Gly Gin Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu 
385 390 395 400 

Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys 

405 410 415 

Ser Arg Trp Gin Gin Gly Asn Val Phe Ser Cys Ser Val Met His Glu 

420 425 430 

Ala Leu His Asn His Tyr Thr Gin Lys Ser Leu Ser Leu Ser Pro Gly 
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<400>2 

Asp He Gin Met Thr Gin Ser Pro Ser Ser Leu Ser Ala Ser Val Gly 

5 10 15 

Asp Arg Val Thr lie Thr Cys Arg Ala Ser Gin Asp He Ser Ser Tyr 

20 25 30 

Leu Asn Trp Tyr Gin Gin Lys Pro Gly Lys Ala Pro Lys Leu Leu lie 

35 40 45 

Tyr Tyr Thr Ser Arg Leu His Ser Gly Val Pro Ser Arg Phe Ser Gly 

50 55 60 

Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr He Ser Ser Leu Gin Pro 
65 70 75 80 

Glu Asp He Ala Thr Tyr Tyr Cys Gin Gin Gly Asn Thr Leu Pro Tyr 

85 90 95 

Thr Phe Gly Gin Gly Thr Lys Val Glu He Lys Arg Thr Val Ala Ala 

100 105 110 

Pro Ser Val Phe lie Phe Pro Pro Ser Asp Glu Gin Leu Lys Ser Gly 

115 120 125 

Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala 

130 135 140 

Lys Val Gin Trp Lys Val Asp Asn Ala Leu Gin Ser Gly Asn Ser Gin 
145 150 155 160 

Glu Ser Val Thr Glu Gin Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser 

165 170 175 

Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr 

180 185 190 

Ala Cys Glu Val Thr His Gin Gly Leu Ser Ser Pro Val Thr Lys Ser 
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